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DETAILED ACTION 

Election/Restrictions 

Applicant's election with traverse of Group 1 in the reply filed on 6/3/2009 is 
acknowledged. The election of polymer of acrylic acid monomers as species of coating 
layer is also acknowledged. The traversal is on the ground(s) that claim 1 has been 
amended to include that the coating passivates the reactive surface of the tungsten 
particle cores, and contends that amended claim 1 is believed to possess a "special 
technical feature." Applicant asserts that WO03/075961 mentions that "other materials 
could be considered for various reasons including cost, stability, or other factors" and 
that it is expected that coating other metal cores including e.g. tungsten, will provide 
tolerance results which are similar to the use of gold. Applicants have however found, 
see p. 2, line 34 to page 3, line 17 that the use of thioglucose used in WO03/075961 is 
not feasible for the passivation of more reactive particles such as those of tungsten. 
Furthermore, there is no basis in WO03/075961 for particles with a core having a 
tungsten content of 20 to 100 weight% of metallic tungsten and that a charged coating 
layer can be employed. Applicants therefore hold that the particles of claim 1 are novel 
overWO03/075961. 

This is not found persuasive because WO03/075961 teaches additional coatings 
in addition to thioglucose, such as phospholipid, fatty acid. Such materials are within 
the scope of charged coatings, as claimed. See claims 8 and 1 4 of WO 03/075961 . 
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Therefore the particles of claim 1 do not possess a special technical feature, and the 
lack of unity requirement is still deemed proper and is therefore made FINAL. 



Status of Claims 

Claims 1-61 are pending, of which claims 44-53 are withdrawn from 
consideration at this time as being drawn to a non-elected invention. Claims 16, 28-30 
and 56 are withdrawn as being drawn to non-elected species. Claims 1-15, 17-27, 31- 
43, 54, 55 and 57-61 are readable upon the elected invention and are examined herein 
on the merits for patentability. 



Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 
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Claims 1-15, 17-27, 31-43, 54, 55 and 57-61 are provisionally rejected on the 
ground of nonstatutory obviousness-type double patenting as being unpatentable over 
the claims of copending Application No. 1 1/913,079. Although the conflicting claims are 
not identical, they are not patentably distinct from each other because both sets of 
claims are drawn to particles having a core comprising tungsten and a coating, including 
charged polymeric coating. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Claims 1-15, 17-27, 31-43, 54, 55 and 57-61 are provisionally rejected on the 
ground of nonstatutory obviousness-type double patenting as being unpatentable over 
the claims of copending Application No. 11/627,529. Although the conflicting claims are 
not identical, they are not patentably distinct from each other because both sets of 
claims are drawn to particles having a core comprising tungsten and a coating, including 
e.g. charged polymeric coating. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Claim Objections 

Claim 6 is objected to under 37 CFR 1 .75(c), as being of improper dependent 
form for failing to further limit the subject matter of a previous claim. Applicant is 
required to cancel the claim(s), or amend the claim(s) to place the claim(s) in proper 
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dependent form, or rewrite the claim(s) in independent form. The claim includes the 
limitation that the core of the particle has a tungsten content of 20 to 1 00 weight % of 
metallic tungsten. However, independent claim 1 already recites such limitation, 
therefore the claim fails to further limit. 

Claim 12 is objected to under 37 CFR 1.75(c), as being of improper dependent 
form for failing to further limit the subject matter of a previous claim. Applicant is 
required to cancel the claim(s), or amend the claim(s) to place the claim(s) in proper 
dependent form, or rewrite the claim(s) in independent form. The claim includes the 
limitation that the coating layer comprises a charged coating layer. However, 
independent claim 1 already recites such limitation, therefore the claim fails to further 
limit. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1-15, 17-21, 31, 35, 47-43, 54, 55 and 57-61 are rejected under 35 
U.S.C. 102(b) as being anticipated by Hainfeld (WO 03/075961). 

Hainfeld discloses metal nanoparticles useful for contrasting the radiation of x- 
rays (abstract). Particle diameter includes 0.5 to 500 nm, including 1 .4 to 2 nm (claims 
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3-5). Each metal nanoparticle has a non-metallic surface layer surrounding each metal 
core (claim 6). Core may be composed of tungsten (claim 7). The core may have a 
surface layer including fatty acid, phospholipid (i.e. charged) (claim 14). Regarding 
instant claim 11, mixtures of metals may be found in the core (e.g. iridum, see page 16). 
Regarding claims 17-21 , it is interpreted absent evidence to the contrary that there 
would be at least 4, 8 fatty acid or phospholipid molecules present on the surface of the 
nanoparticles having the size disclosed in Hainfeld, since Hainfeld describes their 
presence as a "layer." Regarding the limitation of the instant claims wherein the 
charged coating layer is "to passivate the reactive surface of the tungsten particle," the 
intended use of the coating layer is not given patentable weight to distinguish over 
Hainfeld because the intended use of the claimed invention must result in a structural 
difference between the claimed invention and the prior art in order to patentably 
distinguish the claimed invention from the prior art. If the prior art structure is capable of 
performing the intended use, then it meets the claim. See In re Casey, 152 USPQ 235 
(CCPA 1967) and In re Otto, 136 USPQ 458, 459 (CCPA 1963). Since Hainfeld 
discloses compositions that meet the structural limitations of the instant claims, they 
would be capable of performing the intended use. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
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invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 1-8, 12-15, 17-27, 31-43, 54, 55 and 57-61 are rejected under 35 U.S.C. 
103(a) as being unpatentable over Fahlvik (6,207,134) in view of Lewis (5,314,679). 

Fahlvik discloses particulate contrast agents, especially contrast agents for MR 
imaging having a metal oxide core which is preferably superparamagnetic iron oxide. 
The particulate contrast agents are provided with a low coating density of a 
polyelectrolyte coating agent selected from structural polysaccharides and synthetic 
polymers, especially polyaminoacids (abstract). The contrast agents include 
polyelectrolyte coated metal oxide contrast agent particles for use in MR, X-ray, EIT and 
magnetometric studies, especially where such metal oxide particles exhibit 
superparamagnetic behaviour (column 2, lines 10-20). Diagnostic agents comprising a 
composite particulate material are disclosed, the particles whereof comprise a 
diagnostically effective, substantially water-insoluble, metal oxide crystalline material 
and a polyionic coating agent, wherein said particles have a size of below 300 nm, said 
crystalline material has a crystal size of from 1 to 100 nm, the weight ratio of said 
crystalline material to said coating agent is in the range 1000:1 to 11:1, and said coating 
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agent is selected from the group consisting of natural and synthetic structural -type 
polysaccharides, synthetic polyaminoacids, physiologically tolerable synthetic polymers 
and derivatives thereof. Particularly preferred as the polyionic polysaccharides coating 
agents are the natural and synthetic heparinoid polysaccharides, such as heparins, 
chrondroitins (e.g. chrondroitin-4-sulphate), and the marine polysaccharides alginates, 
carrageenans and chitosans. Less preferably, synthetic polyionic polymers, eg 
polyaminoacids, polyacrylates, and polystyrenesulphonates may be used as coating 
agents. Among the polyaminoacids homo and copolymers of lysine, glutamic acid and 
aspartic acid and their esters (eg methyl and ethyl esters) are preferred. In general, the 
coating agent should contain a multiplicity of ionic groups, e.g. amine, carboxy, 
sulphate, sulphonate, phosphonate or phosphate groups, spaced along the polymer to 
allow multiple points of attachment to the metal oxide crystal surface as well as to 
provide the composite particle as a whole with a net electrical charge, preferably 
negative, which is measurable as a zeta potential. The multiple attachment ensures a 
firm autoclave-resistant binding and storage stability while the net charge assists in 
enhancing the biotolerability of the particle following administration into the vasculature. 
As a result of its polyionic nature, the coating agent gives the composite particles an 
overall electrical charge, detectable as a non-zero zeta potential (column 2-3). A wide 
variety of metal oxide nanoparticles are known and may be employed, iron oxide is 
preferred (column 4, lines 30+). See Example 22, showing iron oxide nanoparticles 
including poly(acrylic acid coating). 
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Fahlvik does not specifically recite tungsten oxide particles. It is for this reason 
that Lewis is joined. 

Lewis discloses magnetic resonance imaging contrast agents including 
superparamagnetic metal oxide crystals, wherein oxides include iron, chromium, cobalt, 
copper, manganese, molybdenum, nickel and tungsten oxides (claims 6-8). 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to substitute tungsten oxide as a functionally equivalent magnetic metal oxide 
for iron oxide in the compositions of Fahlvik. The Supreme Court in KSR International 

Co. v. Teleflex Inc., 550 U.S. , 82 USPQ2d 1385, 1395-97 (2007) identified a 

number of rationales to support a conclusion of obviousness which are consistent with 
the proper "functional approach" to the determination of obviousness as laid down in 
Graham. One such rationale includes the simple substitution of one known element for 
another to obtain predictable results. The key to supporting any rejection under 35 
U.S.C. 1 03 is the clear articulation of the reason(s) why the claimed invention would 
have been obvious. See MPEP 2143. In the instant case, the substituted components 
(tungsten oxide and iron oxide) and their functions (superparamagnetic metal oxide 
nanoparticles for use in magnetic resonance imaging) were known in the art at the time 
of the instant invention. For example, Lewis teaches iron oxide and tungsten oxide 
nanoparticles as MRI contrast agents. One of ordinary skill in the art could have 
substituted one known metal oxide for another, and the results of the substitution would 
have been predictable, that is a magnetic metal oxide nanoparticle having a charged 
coating for use in MRI. Regarding claims 1-8, tungsten oxide is interpreted to be WO 
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(i.e. 92% by weight metallic tungsten). Regarding claims 41 and 43, Fahlvik teaches x- 
ray imaging. Regarding the limitation of the instant claims wherein the charged coating 
layer is "to passivate the reactive surface of the tungsten particle," the intended use of 
the coating layer is not given patentable weight to distinguish over Fahlvik in view of 
Lewis because the intended use of the claimed invention must result in a structural 
difference between the claimed invention and the prior art in order to patentably 
distinguish the claimed invention from the prior art. If the prior art structure is capable 
of performing the intended use, then it meets the claim. See In re Casey, 152 
USPQ 235 (CCPA 1967) and In re Otto, 136 USPQ 458, 459 (CCPA 1963). 
Furthermore, Fahlvik teaches that the coatings are to improve biotolerability of his 
particles. 

Conclusion 

No claims are allowed at this time. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Leah Schlientz whose telephone number is 571-272- 
9928. The examiner can normally be reached on Monday - Friday 8 AM - 5 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Hartley can be reached on 571-272-0616. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

LHS 

/Sharmila Gollamudi Landau/ 
Supervisory Patent Examiner, Art Unit 1611 



